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DETAILED ACTION 
Status of the Claims 

1. Claims 1-3, 32-34, 37-55 and 57-68 are pending. 

Applicants' amendment filed December 23, 2005 is acknowledged. Applicants' response 
has been fully considered. Claims 1, 37, 50, 57-59 and 63 have been amended, claims 35, 36 and 
56 have been cancelled, and new claims 64-68 have been amended. Therefore, claims 1-3, 32-34, 
37-55 and 57-68 are examined. 

Withdrawn Informalities 

2. The previous objection to the specification regarding citing an amino acid sequence 
without providing the "SEQ ID NO:" and sequence listing, is withdrawn in view of applicants' 
submission of sequence listing and computer readable form, and applicants' response at page 8 
of the amendment filed December 23, 2005. CRF has been entered. 

Withdrawn Claim Rejections - 35 USCS102 

3. The previous rejection of claims 1, 2, 32-45, 50-52, 56-61 and 63 under 35 U.S.C 102(e) 
as being anticipated by Schenk (U.S. Patent 6,875,434), is withdrawn in view of applicants' 
amendment to the claims, and applicants' response at pages 1 1-12 of the amendment filed 
December 23, 2005. 

4. The previous rejection of claims 1, 32-45, 56, 57 and 59 under 35 U.S.C. 102(a) as being 
anticipated by Schenk (WO 99/27944), is withdrawn in view of applicants' amendment to the 
claims, and applicants' response at pages 1 1-12 of the amendment filed December 23, 2005. 
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Claim Objections 

5. Claim 37 is objected to because of the citation of the term "32-microglobulin" and 
"amyloid 3 -protein". Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by the 
inventor of carrying out his invention. 

6. Claims 1-3, 32-34, 37-55 and 57-68 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a method of removing amyloid deposits from 
a subject comprising administering to the subject a specific amyloid fibrils such as synthetic 
fibrils composed of an immunoglobulin light chain polypeptide or whole immunoglobulin light 
chain polypeptide homologous to the amyloid fibrils in the subject in an effective amount to 
generate an immune response, wherein the immune response promotes the removal of amyloid 
deposits from the subject; or a pharmaceutical composition formulated for removing amyloid 
deposits from a subject comprising specific amyloid fibrils homologous to the amyloid fibrils in 
the subject, does not reasonably provide enablement for a method of removing amyloid deposits 
from a subject comprising administering to the subject amyloid fibrils, or amyloid fibrils 
comprising an immunoglobulin light chain polypeptide or whole immunoglobulin light chain 
polypeptide heterologous to the amyloid fibrils in the subject in an effective amount to generate 
an immune response, wherein the immune response promotes the removal of amyloid deposits 
from the subject; or a pharmaceutical composition formulated for removing amyloid deposits 
from a subject comprising amyloid fibrils heterologous to the amyloid fibrils in the subject; a 
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vaccine composition comprising amyloid fibrils or a whole immunoglobulin light chain 
polypeptide; or a method of removing amyloid deposits from a subject comprising administering 
to the subject the vaccine composition comprising amyloid fibrils. The specification does not 
enable a person skilled in the art to which it pertains, or with which it is most nearly connected, 
to make and/or use the invention commensurate in scope with these claims. 

Claim 1-3, 32-34, 37-55 and 57-68 are directed to a method of removing amyloid 
deposits from a subject comprising administering to the subject amyloid fibrils, or amyloid fibrils 
comprising an immunoglobulin light chain polypeptide or whole immunoglobulin light chain 
polypeptide heterologous to the amyloid fibrils in the subject in an effective amount to generate 
an immune response (claims 1, 2, 32-34, 37-45, 50-52, 57, 58 and 63); or a pharmaceutical 
composition formulated for removing amyloid deposits from a subject comprising amyloid 
fibrils heterologous to the amyloid fibrils in the subject (claims 59-61, and 65-68); a vaccine 
composition comprising amyloid fibrils or a whole immunoglobulin light chain polypeptide 
(claims 3, 46-49, 53-55, 62); or a method of removing amyloid deposits from a subject 
comprising administering to the subject the vaccine composition (claim 64). The specification, 
however, only discloses cursory conclusions without data supporting the findings, which states 
that the present invention provides a method of removing amyloid deposits from a patient, 
comprising administering amyloid fibrils to generate an immune response that will promote the 
removal of in vivo amyloid fibrils; and also provides a vaccine or pharmaceutical composition 
comprising an amyloid fibril and a carrier (page 10, paragraph [0035]). There are no indicia that 
the present application enables the full scope of the claims in view of the use of a vaccine or 
pharmaceutical composition comprising amyloid fibrils in the method of removing amyloid 
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deposits from a subject as discussed in the stated rejection. The present application does not 
provide sufficient teaching/guidance as to how the full scope of the claims is enabled. The 
factors considered in determining whether undue experimentation is required, are summarized in 
In re Wands (858 F2d at 731,737, 8 USPQ2d at 1400,1404 (Fed Cir.1988)). The factors most 
relevant to this rejection are the breadth of the claims, the absence or presence of working 
examples, the state of the prior art and relative skill of those in the art, the predictability or 
unpredictability of the art, the nature of the art, the amount of direction or guidance presented, 
and the amount of experimentation necessary. 

( 1 ) . The breadth of the claims : 

The breadth of the claims is broad and encompasses unspecified variants regarding 
various amyloid fibrils contained in a pharmaceutical or a vaccine composition used in the 
method of removing amyloid deposits from a subject, which is not adequately described or 
demonstrated in the specification. 

(2) . The absence or presence of working examples: 

The specification has demonstrated the use of a pharmaceutical composition containing 
immunoglobulin light chain variable region in the method of removing amyloid fibrils in mice 
with AL-amyloidoma (paragraphs [0128]-[0131]), it has not demonstrated the pharmaceutical 
composition has removed amyloid fibrils in mice with AA-amyloidosis (immunoglobulin light 
chain heterologous to AA-amyloid fibrils), or the composition is used as a vaccine to prevent the 
occurring of amyloid deposits. 

(3) . The state of the prior art and relative skill of those in the art: 
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The related art indicates the use of a pharmaceutical composition comprising amyloid 
fibril components (e.g., amyloid-p peptide or its variants, homologous to amyloid fibrils of the 
patient) in the method of treating patients suffering from amyloidogenic disease to induce 
immune response against amyloid deposits in the patient (Schenk et ah, WO 99/27944), 
however, the art does not indicate the use of the composition as a vaccine, nor discloses the use 
of amyloid fibril components which are heterologous to amyloid fibrils of the patient in the 
treatment. Thus, the general knowledge and level of the skill in the art do not supplement the 
omitted description, the specification needs to provide specific guidance on the use and the effect 
of a composition comprising amyloid fibrils heterologous to amyloid fibrils of the patient in the 
treatment, or, a vaccine comprising amyloid fibrils and its protective effects for removing 
amyloid deposits in the patient to be considered enabling. 
(4). Predictability or unpredictability of the art: 

The claims encompass a method of removing amyloid deposits from a subject comprising 
administering to the subject amyloid fibrils heterologous to the amyloid fibrils in the subject in 
an effective amount to generate an immune response; a pharmaceutical composition formulated 
for removing amyloid deposits from a subject comprising amyloid fibrils heterologous to the 
amyloid fibrils in the subject; a vaccine composition comprising amyloid fibrils; or a method of 
removing amyloid deposits from a subject comprising administering to the subject the vaccine 
composition. While the specification indicates the use of a pharmaceutical composition 
containing immunoglobulin light chain variable region in the method of removing amyloid fibrils 
in mice with AL-amyloidoma (paragraphs [0128]-[0131]), it has not demonstrated the 
pharmaceutical composition has removed amyloid fibrils in mice with AA-amyloidosis 
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(immunoglobulin light chain heterologous to AA-amyloid fibrils). The specification has not 
demonstrated the protective effects of a vaccine comprising amyloid fibrils in a subject. 
Therefore, the invention is highly unpredictable regarding the protective effects of the 
composition as a vaccine. 

(5). The amount of direction or guidance presented and the quantity of experimentation 
necessary: 

The claims are directed to a method of removing amyloid deposits from a subject 
comprising administering to the subject amyloid fibrils heterologous to the amyloid fibrils in the 
subject in an effective amount to generate an immune response; a pharmaceutical composition 
formulated for removing amyloid deposits from a subject comprising amyloid fibrils 
heterologous to the amyloid fibrils in the subject; a vaccine composition comprising amyloid 
fibrils; or a method of removing amyloid deposits from a subject comprising administering to the 
subject the vaccine composition. The specification indicates amyloid fibril encompasses fibrils 
of immunoglobulin light chain, amyloid A protein, beta 2-microglobulin, transthyretin, cystatin 
C variant, gelsolin, procalcitonin, PrP protein, amyloid beta-protein, ApoA, lysozyme, variants 
thereof or allelic variants thereof (paragraph 0078), and the use of a pharmaceutical composition 
containing immunoglobulin light chain variable region in the method of removing amyloid fibrils 
in mice with AL-amyloidoma (paragraphs [0128]-[0131]), it has not demonstrated the 
pharmaceutical composition has removed amyloid fibrils in mice with AA-amyloidosis 
(immunoglobulin light chain heterologous to AA-amyloid fibrils). Furthermore, it does not show 
the composition as a vaccine to prevent the occurring of amyloid deposits, and there are no 
working examples demonstrating the protective effects of a composition containing amyloid 
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fibrils. Since the specification fails to provide sufficient teaching on the use of a pharmaceutical 
composition comprising amyloid fibrils heterologous to amyloid fibrils of the subject in the 
method of removing amyloid deposits, or protective effect of a vaccine composition, it requires 
undue experimentation to assess the effect of the composition containing amyloid fibrils in a 
subject. 

(6). Nature of the Invention 

The scope of the claims encompasses a pharmaceutical composition comprising amyloid 
fibrils heterologous to amyloid fibrils of the subject in the method removing amyloid deposits, or 
a vaccine composition comprising amyloid fibrils, but the specification has not demonstrated the 
effect of amyloid fibrils heterologous to amyloid fibrils of the subject in the method of removing 
amyloid deposits, nor has shown the protective effects of a vaccine composition comprising 
various amyloid fibrils in a subject. Thus, the disclosure is not enabling for the reasons 
discussed above. 

In summary, the scope of the claim is broad, the working example does not demonstrate 
the claimed variants and associated methods, the outcome is unpredictable regarding the effects 
of various amyloid fibrils, and the teachings in the specification are limited, therefore, it requires 
undue experimentation to assess the effect of a pharmaceutical or vaccine composition 
containing amyloid fibrils heterologous to amyloid fibrils of the subject. 

Response to Arguments 

Applicants indicate the specification fully enables the vaccine compositions comprising 
amyloid fibrils in view of the Wands factors discussed. The claims are directed to vaccine 
compositions comprising amyloid fibrils. Vaccine compositions comprising amyloid fibrils are 
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sufficiently described and disclosed in the specification, and paragraphs 0073 to 0089 and 0128- 
0133 teach how to make and use vaccine compositions. The specification enables the breadth of 
the claims. The presently claimed vaccine compositions comprising amyloid fibrils have been 
shown to remove undesirable amyloid deposits from mice (see Example D, page 35 of the 
specification; and attached reference Hrncic et al. (2001) Amyloid and Amyloidosis, pp.234- 
235). Many vaccines have been developed for treating diseases, e.g., polio, rubeola and 
Hepatitis B. Vaccines are being developed for treating neurodegenerative diseases such as 
Alzheimer's disease (see attached Lambert et al. and press releases fromNeurochem). 
Therefore, the specification enables the claimed invention (pages 8-11 of the response). 

The response has been considered, however, the argument is not fully persuasive because 
of the following reasons. According to the definition of vaccine, vaccine is primarily used to 
prevent the disease, in the press releases fromNeurochem (provided by applicants), which 
indicates a novel vaccine being developed intended to prevent the development and the 
progression of Alzheimer's disease, it is clear the vaccine is for preventing a disease to occur. 
Furthermore, the specification merely demonstrates the use of a pharmaceutical composition 
containing specific amyloid fibrils (e.g., immunoglobulin light chain variable region) 
homologous to the amyloid deposits in AL-amyloidoma (paragraphs [0128]-[0131]), it does not 
show the composition is used as a vaccine to prevent the occurring of amyloid deposits. Thus, it 
requires undue experimentation to assess the protective effect of the composition containing 
amyloid fibrils in a subject. Regarding Hrncic et al. (December 2001) Amyloid and 
Amyloidosis, pp.234-235), which is a post-filing reference and indicates the administration of 
synthetic light chain fibrils to mice, in which A1k or AIA amyloidomas were induced, is found to 
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accelerate AL amyloidolysis, the reference demonstrates the use of synthetic light chain fibrils in 
the treatment of amyloidomas, not in the prevention. Therefore, the composition comprising 
amyloid fibrils as a vaccine composition is not enabled. 



7. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached at 571-272-093 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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